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REMARKS 

This is in response to the Office Action mailed on November 19, 2004 , and the references 
cited therewith. 

Claim 8 is cancelled, the pending claims are claims 1-7. 

The Examiner rejected claims 1-7 under 35 U.S.C. § 1 12, first paragraph, as failing to 
comply with the enablement requirement. The Examiner, citing to the eight factors to consider 
when whether a disclosure requires undue experimentation enumerated by the court in In re 
Wands , 8 U.S.P.Q.2d 1400, 1404 (Fed. Cir. 1988), asserts that Applicants' have failed to provide 
sufficient guidance to allow the skilled artisan background sufficient to practice the instant 
invention without resorting to undue experimentation (page 3 of the Office Action). In 
particular, the Examiner alleges that Applicants have not provided data showing that 
aminoalkylbenzoates can be used to treat neutrophil-associated pulmonary diseases, wherein the 
disease is caused by neutrophilic inflammation and is selected from chronic obstructive 
pulmonary disease (COPD), chronic bronchitis (CB), cystic fibrosis (CF), a-1 antitrypsin 
deficiency, pulmonary emphysema, adult respiratory distress syndrome, and idiopathic 
pulmonary fibrosis. This rejection is respectfully traversed. 

Applicants submit that the pending claims fully meet the enablement requirement. The 
purpose of the enablement provision is to assure that the inventor provides sufficient information 
about the claimed invention so that a person of skill in the field of the invention can make and 
use it without undue experimentation, relying on the patent specification and the knowledge in 
the art. Scripps Clinic and Research Foundation v. Genentech, Inc. , 927 F.2d 1565, 18 U.S.P.Q. 
2d 1001, 18 U.S.P.Q.2d 1896 (Fed. Cir. 1991). As discussed below, an analysis of the factors 
outlined by In re Wands reveals that it would not require undue experimentation to practice the 
present invention as claimed. 

As for the first two "Wands'" factors, i.e., (1) "the quantity of experimentation 
necessary" and (2) "the amount of direction or guidance presented," the Examiner is urged to 
consider that when analyzing whether it requires "undue experimentation" to practice claimed 
methods, the key word is "undue," not "experimentation." In re Angstadt , 190 U.S.P.Q. 214, 
219 (C.C.P.A. 1976). Enablement is not precluded by the necessity for some experimentation, 
such as routine screening. In fact, a considerable amount of experimentation is permissible if it 
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is merely routine, or the specification provides a reasonable amount of guidance with respect to 
the direction in which the experimentation should take. Ex parte Jackson , 217 U.S.P.Q. 804, 807 
(Bd. App. 1982). Applicants submit that practitioners in the art related to the present application 
would be well-equipped to prepare and screen therapeutic preparations of aminoalklybenzoates 
to identify those that treat neutrophil-associated pulmonary diseases. For example, to screen for 
an aminoalklybenzoate's ability to counteract a symptom of a neutrophil-associated pulmonary 
disease caused by neutrophilic inflammation, Applicants disclose in Example 1, for instance, that 
superoxide anion production of stimulated and unstimulated human neutrophils incubated with 
and without candidate local anesthetics can be measured to determine if a particular anesthetic 
has an inhibitory effect on neutrophil function in vitro (see also page 7, lines 7-20). Example 3 
discloses that in vitro studies can be conducted to determine if a particular local anesthetic has an 
inhibitory effect on neutrophil membrane depolarization, aggregation, degranulation and 
activation (page 14, line 31-page 15, line 9). In addition, Example 3 discloses that animal 
models of neutrophil-mediated injury are available to screen for a local anesthetic's ability to 
inhibit neutrophilic tissue damage (page 15, lines 9-15). Moreover, Example 4 discloses 
additional assays that can be conducted to determine the effect of a candidate local anesthetic's 
effect on the stimulation and degranulation of neutrophils. Furthermore, dosage information is 
disclosed at page 10, line 12-page 12, line 24). Thus, Applicants' specification provides 
sufficient guidance to allow one of skill in the art to practice the claimed invention. 

As to the third factor ("the presence of absence of working examples"), it is well-settled 
that there is no requirement for working examples to fulfill the requirements of 35 U.S.C. §112, 
first paragraph, if the invention is otherwise disclosed so that one of ordinary skill in the art can 
practice the invention without undue experimentation. In re Robins , 429 F.2d 452, 166 U.S.P.Q. 
552, 555 (C.C.P.A. 1970); In re Borokowski et aL 422 F.2d 904, 164 U.S.P.Q. 642, 645 
(C.C.P.A. 1970). 

As for the 4 th factor, "the nature of the invention" is a method for treating seven 
enumerated neutrophil-associated pulmonary diseases caused by neutrophilic inflammation by 
locally administering to the respiratory tract of an afflicted human an amount of a therapeutic 
preparation comprising an aminoalkylbenzoate. The specification discloses that each of the 
diseases, viz., COPD, chronic bronchitis, cystic fibrosis, a-l antitrypsin deficiency, pulmonary 



RESPONSE UNDER 37 C.F.R. § 1.111 Page 6 

Serial Number: 10/683,808 Dkt: 150.206US2 

Filing Date: October 10, 2003 

Title: METHOD OF TREATING NEUTROPHIL-RELATED DISEASES WITH TOPICAL ANESTHETICS 



emphysema, adult respiratory distress syndrome, and idiopathic pulmonary fibrosis, are 
associated with neutrophilic inflammation (see, for example, page 2, lines 7-8; page 4, lines 9-1 1 
and 13-17; page 4, line 29-page 5, line 2; page 5, lines 16-17 and lines 21-24). Thus, the 
invention falls within a well-established field. 

Turning now to the factor 5 ("the state of the prior art"), the Examiner is respectfully 
requested to consider that as of the priority filing date of the present application, assays for 
analysis of an aminoalkylbenzoate's effect on neutrophilic activity were known, as discussed 
above. In addition, as of the priority filing date of the present application, i.e., June 23, 2000, 
aminoalklybenzoates had been reported to suppress the generation of superoxide anion (0 2 ~) in 
neutrophils. See, for example, Hattori et al. 9 Anesth. Analg. , 84: 405-412 (1997) (incorporated 
by reference in Applicants' specification at page 15, lines 4-6; a copy of Hattori et al is attached 
for the Examiner's convenience, as well as submitted herewith for consideration in a Form 
1449). Thus, Applicants' submit that as of the priority filing date of the instant application, one 
of ordinary skill in the art would have access to a body of assays and techniques useful in the 
evaluation of candidate aminoalkylbenzoates for the properties recited in the pending claims. 

The "relative skill of those in the art" (the 6 th Wands' factor) is high. Generally, one 
considered of skill in the art for the instant invention will have an advanced degree, either an 
M.D., a Ph.D., or both. 

As for the 7 th factor ("the predictability or unpredictability of the art"), the fact that the 

outcome of a synthesis/screening program is unpredictable is precisely why a screening program 

is carried out. In fact, the Federal Court has explicitly recognized that the need, and 

methodologies required, to carry out extensive synthesis and screening programs to locate 

bioactive molecules do not constitute undue experimentation. In In re Wands , 8 U.S.P.Q.2d 

1400, 1406-1407 (Fed. Cir. 1988), the court stated: 

The nature of monoclonal antibody technology is that it involves 
screening hybridomas to determine which ones secrete antibody 
with desired characteristics. Practitioners of this art are prepared to 
screen negative hybridomas in order to find one that makes the 
desired antibody. 

Likewise, practitioners of the art related to the present application would be well-equipped to 
prepare and screen therapeutic preparations of candidate aminoalkylbenozoates to identify those 
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that effectively treat neutrophil-associated pulmonary diseases. See also, Hvbritech Inc. v. 
Monoclonal Antibodies Inc. , 231 U.S.P.Q. 81, 84 (Fed. Cir. 1986) (evidence that screening 
methods used to identify characteristics [of monoclonal antibodies] were available to art 
convincing of enablement). Thus, the fact that aminoalkylbenzoates would have to be 
investigated to determine whether or not the candidate anesthetic was effective to counteract a 
symptom of a neutrophil-associated pulmonary disease, particularly in an art area in which the 
level of skill is very high and in which the screening of large numbers of compounds has been 
standard practice for years, does not constitute "undue experimentation" ( Ex parte Forman , 230 
U.S.P.Q. 546 (Bd. App. 1986)). 

Finally, regarding the 8 th factor ("the breadth of the claims"), Applicants' respectfully 
submit that claim breadth alone does not provide the basis for a nonenablement rejection. In re 
Moore , 169 U.S.P.Q. 236 (C.C.P.A. 1971). The scope of enablement provided by Applicants 
need only bear a "reasonable correlation" to the scope of the claims. In re Fisher , 166 U.S.P.Q. 
18, 24 (C.C.P.A. 1970). As discussed above, methods for screening candidate 
aminoalkylbenzoates are either disclosed by the instant application or were generally known to 
the art worker as of the priority filing date of the application. Applicants further submits that the 
claims are not overly broad, but recite a finite list of compounds with similar structural features 
and a finite list of neutrophil-associated pulmonary diseases. Thus, Applicant respectfully 
submits that the scope of enablement provided by Applicant's specification is sufficient for the 
breadth of the instant claims. 

Thus, Applicants have provided the necessary methods, including examples on how to 
test for efficacy. Because screening methods are well-known by those of skill in the art, undue 
experimentation is not required to practice the invention recited in the pending claims. 

Moreover, the Examiner is respectfully requested to consider Azuma et al, International 
Journal of Immunopharmacology , 22: 789-796 (2000) (a copy of which is attached hereto as well 
as is submitted in a Form 1449 filed herewith) as post- filing date evidence that the present claims 
are enabled. Azuma et al disclose that aminoalkylbenzoates, including procaine and tetracaine, 
inhibit neutrophil function, such as adhesion (Figure 1 of Azuma et al), phagocytosis (Figure 2), 
and superoxide anion production (Figures 3-4). In fact, Azuma et al disclose that tetracaine and 
procaine are even more potent than lidocaine against neutrophils. Therefore, the claims are fully 
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supported by the specification, and comply with the enablement requirement of 35 U.S.C. §112, 
first paragraph. 

Given that the specification discloses that aminoalkylbenzoates are useful in treating a 
neutrophil-associated pulmonary disease, such as those recited by the pending claims (see, for 
example, page 8, lines 15-20), and the post- filing date evidence, i.e., Azuma et aL, it is 
respectfully submitted that the Examiner has failed to meet the burden required to establish a 
rejection of the instant claims under §112. Thus, withdrawal of the enablement rejection under 
35 U.S.C. § 1 12, first paragraph is proper and respectfully requested. 
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CONCLUSION 

Applicants respectfully submits that the claims are in condition for allowance, and 
notification to that effect is earnestly requested. The Examiner is invited to telephone 
Applicants' attorney at (612) 371-2106 to facilitate prosecution of this application. 

If necessary, please charge any additional fees or credit overpayment to Deposit Account 
No. 19-0743. 

Respectfully submitted, 
GERALD J. GLEICH ETAL., 
By their Representatives, 

SCHWEGMAN, LUNDBERG, WOESSNER & KLUTH, PA. 
P.O. Box 2938 
Minneapolis, MN 55402 
(612)371-2106 
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